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FINAL REJECTION 

1. Applicants' Declaration (as per In re Katz) filed 10/11/2006 
that V. Neugnot was a graduate student in the laboratory of Eric 
Dubreucq during the period when the experiments presented in the 
Exhibit were performed and was working under his direction and 
Supervision is acknowledged. All of the data relied upon to 
support the claimed invention were generated by experiments 
conducted by ourselves or by others working under our direction 
and supervision. 

The declaration is acceptable and rejection of claims 1-17 & 
41 under 35 U.S.C. 102(a) [not 102(b)] as being anticipated by 
Neugnot et al . [Eur. J. Biochem. 269(6): 1734-1745 (March, 2002)] 
is withdrawn. 

2. Applicants' reply filed 10/4/2006 to office action mailed 
June 22, 2 006 is acknowledged. Claims 1-17 & 41 are under 
consideration in this Office Action. 

3. Claims withdrawn: 

Claims 18-40 & 42 remain withdrawn from further consideration by 
the examiner, 37 CFR 1.142(b), as being drawn to a non-elected 
invention, the requirement having been traversed. 

4. Claims 1-17 & 41 are under consideration in this 
examination. 

5. Applicant's amendment and arguments filed 10/4/2006, have 
been fully considered but they are not deemed to be persuasive. 
The reasons are discussed following the rejection (s) . 

6. Any objection or rejection of record which is not expressly 
repeated in this Office Action has been overcome by Applicant's 
response and withdrawn. 
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7. Claim Rejections - 35 USC § 112 (first paragraph) 

Enablement 

Claims 2, 5, 9, 11-14 & 41 are rejected under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling 
for polypeptide of SEQ ID NO: 2 (amino acids 190-390) having 
lipase/acyltransf erase activity does not reasonably provide 
enablement for a variant of polypeptide recognized by antibodies 
which bind the polypeptide of SEQ ID NO: 2 (amino acids 190-390) 
having lipase/acyltransf erase activity, wherein the variant is 
96% identical to amino acids 190-390 of SEQ ID NO: 2); or a 
variant polypeptide which is 49-80% identical to SEQ ID NO: 4; or 
a variant which is a deletion mutant, an insertion mutant, a 
derivative or a homolog of SEQ ID NO: 1 (claims 2, 5, 9, 11-14 & 
41) . 

The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope 
with the claims. Factors to be considered in determining whether 
undue experimentation is required, are summarized in In re Wands 

(858 F2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988) ) [ Ex 
parte Forman [230 USPQ 546 (Bd. Pat. App. & Int. 1986)]. The 
Wands factors are: (a) the quantity of experimentation necessary, 

(b) the amount of direction or guidance presented, (c) the 
presence or absence of working example, (d) the nature of the 
invention, . (e) the state of the prior art, (f) the relative skill 
of those in the art, (g) the predictability or unpredictability 
of the art, and Oh) the breadth of the claim. The factors most 
relevant to this rejection are [the scope of the claims, 
unpredictability in the art, the amount of direction or guidance 
presented, and the amount of experimentation necessary]. 
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The specification, however, only discloses [the full length 
sequence of a polynucleotide encoding a lipase/acyltransf erase 
from Candida parapsilosis] . There is no disclosure or 

description of even a single example of a polypeptide mutant, 
derivative or homolog having lipase/acyltransf erase activity, or 
the disclosure of specific antibodies capable of binding to the 
polypeptide of SEQ ID N: 2. Further, no guidance is provided 
regarding modifying SEQ ID NO: 2 or 4 in order to create the 
sequences which at least 96% homologous to the sequence of SEQ ID 
NO: 2, or sequences which at least 4 9-80% homologous to the 
sequence of SEQ ID NO: 4, and have lipase/acyltransf erase 
activity 

The scope of the claims is not commensurate with the 
enablement provided by the disclosure with regard to the 
extremely large number of lipase/acyltransf erases broadly 
encompassed by the claims. Since the amino acid sequence of a 
protein determines its structural and functional properties, 
predictability of which changes can be tolerated in a protein's 
amino acid sequence and obtain the desired activity requires a 
knowledge of and guidance with regard to which amino acids in the 
protein's sequence, if any, are tolerant of modification and 
which are conserved (i.e. expectedly intolerant to modification), 
and detailed knowledge of the ways in which the proteins 1 
structure relates to its function. However, in this case the 
disclosure is limited to the nucleotide and encoded amino acid 
sequence of lipase/acyltransf erase of SEQ ID NO: 2. 

Newly amended claims 2, 9, 11-13 refer to antibodies (non- 
specific) which can be generated to short fragments of 10-15 
contiguous amino acids with respect to SEQ ID NO: 2, and such an 
antibody will be fully capable of cross-reacting or recognizing 
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antibodies which bind to the polypeptide of SQE ID NO: 2. 
However, no such antibodies are described. 

While recombinant and mutagenesis techniques are known, . it 
is not routine in the art to screen for multiple deletions or 
insertion, derivatives or homologs or multiple modifications, as 
encompassed by the instant claims, and the positions within a 
protein's sequence where amino acid modifications can be made 
with a reasonable expectation of success in obtaining the desired 
activity/utility are limited in any protein and the result of 
such modifications is unpredictable. In addition, one skilled in 
the art would expect any tolerance to. modification for a given 
protein to diminish with each further and additional 
modification, e.g. multiple substitutions. 

The specification does not support the broad scope of the 
claims which encompass all modifications of any 
lipase/acyltransf erase in order to make a lipase/acyltransf erase 
which is 96% identity to the enzymes of SEQ ID NO: 2; or is 49- 
80% to the sequence of SEQ ID NO: 4, because the specification 
does not establish: (A) regions of the protein structure which 
may be modified without effecting lipase/acyltransf erase 
activity; (B) the general tolerance of lipase/acyltransf erase to 
modification and extent of such tolerance; (C) a rational and 
predictable scheme for modifying any lipase/acyltransf erase 
residues with an expectation of obtaining the desired biological 
function; and (D) the specification provides insufficient 
guidance as to which of the essentially infinite possible choices 
is likely to be successful. 

Thus, applicants have not provided sufficient guidance to 
enable one of ordinary skill in the art to make and use the 
claimed invention in a manner reasonably correlated with the 
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scope of the claims broadly including lipase/acyltransf erase with 
an enormous number of amino acid modifications to the of SEQ ID 
NO: 2 or 4. The scope of the claims must bear a reasonable 
correlation with the scope of enablement ( In re Fisher , 166 USPQ 
19 24 (CCPA 1970)). Without sufficient guidance, determination 
of lipase/acyltransf erase having the desired biological 
characteristics is unpredictable and the experimentation left to 
those skilled in the art is extensive and undue. See In re Wands 
858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). 
Applicants' arguments : 

Citing In re Borkowski, 164 U.S.P.Q. 642 (CCPA 1970) 
Applicants argue that a rejection under 35 USC 112, first 
paragraph, based upon inadequate enablement is proper only when 
the rejected claims are of such breadth as to read on subject 
matter to which the specification is not enabling. Applicants 
further state that it is settled law that whenever the adequacy 
of enablement provided by an applicants specification is 
challenged, the PTO has the initial burden of giving reasons, 
supported by the record as a whole, why the specification is not 
enabling. In re Armbruster, 185 U.S.P.Q. 152 (CCPA 1975). 
Indeed, a properly supported showing that the disclosure entails 
undue experimentation is part of the PTO's initial burden under 
§112, first paragraph. In re Angstadt, 190 U.S.P.Q. 214 (CCPA 
1976) . 

Applicants point to their specification, page 5, lines 20-25 
wherein specific guidance to which amino acids to be altered is 
provided . 

Applicants' arguments are considered but not found to be 
persuasive because there is no specific guidance that is provided 
in the in Applicants' specification on page 5, lines 20-25. 
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Specific guidance must refer to modification of specific amino 
acids in order that the mutant or variant polypeptide obtained 
retains the functional enzymatic activity. Mere reference to the 
varying percentages is not considered specific guidance. Contrary 
to Applicants' arguments page 7, line 6, of the instant 
specification similarly does not teach or describe specific 
derivatives. Page 19, line 28 to page. 20, line 20 teach general 
methods of performing alignments of desired sequences, however, 
does not teach strategies for designing specific homologs as 
argued by the Applicants. Further, there is no guidance provided 
in order to establish: (A) regions of the protein structure which 
may be modified without effecting lipase/acyltransf erase 
activity; (B) the general tolerance of lipase/acyltransf erase to 
modification and extent of such tolerance; (C) a rational and 
predictable scheme for modifying any lipase/acyltransf erase 
residues with an expectation of obtaining the desired biological 
function; and (D) the specification provides insufficient 
guidance as to which of the essentially infinite possible choices 
is likely to be successful. 

Applicants' arguments that the claims have been amended to 
recite that the variant polypeptides are recognized by antibodies 
which are 'immunospecif ic' for the polypeptides of SEQ ID NOS: 2 
and 4 . 

First of all Applicants claims do not recite what is being 
argued. Claim 2, is drawn to an isolated variant polypeptide 
(Currently amended) having lipase/acyltransf erase activity which 
is recognized by antibodies which bind the polypeptide encoded by 
SEQ ID NO: 2, (this is technically incorrect language because SEQ 
ID NO: 2 is a protein) , wherein amino acids at positions 190-3 90 
are at least 96% identical to those present in SEQ ID NO: 2, said 
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polypeptide optionally comprising an additional polypeptide 
sequence and optionally being glycosylated. 

Claim 2 does not recite "antibodies which are 
'immunospecific' for the polypeptides of SEQ ID NO: 2." The 
current claim refer to antibodies (non-specific) which can be 
generated to short fragments of 10-15 contiguous amino acids with 
respect to SEQ ID NO: 2, and such an antibody will be fully 
capable of cross-reacting or recognizing antibodies which bind to 
the polypeptide of SQE ID NO: 2. No such antibodies are 
disclosed. 

The rejection is therefore maintained for all the reasons 
discussed above. 

8. Claim Rejections - 35 USC § 112 (second paragraph) 
Claims 2, 5, and 11-13 are rejected under 35 U.S.C. § 112, 

second paragraph, as being indefinite for failing to particularly 
point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 2 & 11-13, refer to 'the polypeptide encoded by SEQ ID 
NO: 2'. Claim 2 & 11-13 are indefinite because SEQ ID NO: 2 is a 
polypeptide sequence. A polypeptide cannot encode a polypeptide. 
Correction is required. Claim 5 is included in the rejection for 
failing to correct the defect present in the base claim (s) . 

9. Claim 2, is highly confusing as written, especially lines 
3-7, reciting '....wherein amino acids at positions 190-390 are at 
least 96% identical to those present in SEQ ID NO: 2, said 
polypeptide optionally comprising an additional polypeptide 
sequence and optionally being glycosylated. 

A clear reference to the amino acid positions and the SEQ 
ID: 2 is lacking. 

10. Claims 1, 3, 4, 6, 7, 8, 10, 15, 16 & 17 are allowed. 
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11. Claim 2 will be allowable if rewritten as follows or 
similarly amended: An isolated polypeptide variant having 
lipase/acyltransferase activity, wherein the variant polypeptide 
comprise SEQ ID NO: 2 (amino acids 190-390), or wherein the 
variant polypeptide is 96% identical to amino acids 190-390 of 
SEQ ID NO: 2. 

12. Applicant's amendment necessitated the new ground(s) of 
rejection presented in this Office action. Accordingly, THIS 
ACTION IS MADE FINAL . See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 
CFR 1.136 (a) . 

A shortened statutory period for reply to this final action is 
set to expire THREE MONTHS from the mailing date of this action. 
In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

13. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Tekchand 
Saidha whose telephone number is (571) 272 0940. The examiner 
can normally be reached on 8.30 am - 5.00 pm. 

If attempts to' reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Ponnathapu Achutamurthy 
can be reached on (571) 272 0928. The fax phone number for the 
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organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval (PAIR) 
system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . 



Tekchand Saidha 
Primary Examiner, Art Unit 1652 
Recombinant Enzymes, 02A65 Remsen Bid. 
400 Dulany Street, Alexandria, VA 22314 
Te 1 ephone : (571) 272-094 0 
October 30, 2006 




